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[57] ABSTRACT 

Substituted heterocycles of the general structural formula: 

R6 

R7 
R3 0 Y 

R13 R12 

are tachykinin receptor antagonists useful in the treatment of 
in?ammatory diseases, pain or migraine, asthma, and eme 
sis. 
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MORPHOLINE COMPOUNDS ARE 
PRODRUGS USEFUL AS TACHYKININ 

RECEPTOR ANTAGONISTS 

CROSS REFERENCE TO RELATED 
APPLICATIONS 

This application is a continuation-in-part of PCT appli 
cation U.S. Ser. No. 95/02551, ?led Feb. 28, 1995, and a 
continuation-in-part of application Ser. No. 08/206,771 ?led 
Mar. 4, 1994, now abandoned. 

BACKGROUND OF THE INVENTION 

Analgesia has historically been achieved in the central 
nervous system by opiates and analogs which are addictive, 
and peripherally by cyclooxygenase inhibitors that have 
gastric side effects. Substance P antagonists may induce 
analgesia both centrally and peripherally. In addition, sub 
stance P antagonists are inhibitory of neurogenic in?amma 
tion. 

The neuropeptide receptors for substance P(neurok1'nin-1; 
NK-l) are widely distributed throughout the mammalian 
nervous system (especially brain and spinal ganglia), the 
circulatory system and pmipheral tissues (especially the 
duodenum and jejunum) and are involved in regulating a 
number of diverse biological processes. This includes sen 
sory perception of olfaction, vision, audition and pain, 
movement control, gastric motility, vasodilation, salivation, 
and micturition (B. Pernow, Pharmacol. Rev., 1983, 35, 
85-141). The NKl and NK2 receptor subtypes are impli 
cated in synaptic transmission (Laneuville et al., Life Sci., 
42: 1295-1305 (1988)). 
The receptor for substance P is a member of the super 

farnily of G protein-coupled receptors. This superfamily is 
an extremely diverse group of receptors in terms of activat 
ing ligands and biological functions. In addition to the 
tachykinin receptors, this receptor superfamily includes the 
opsins, the adrenergic receptors, the mnscarinic receptors, 
the dopamine receptors, the serotonin receptors, a thyroid 
stimulating hormone receptor, a luteinizing hon'none 
choriogonadotropic hormone receptor, the product of the 
oncogene ras, the yeast mating factor receptors, a Dictyos 
telium cAMP receptor, and receptors for other hormones and 
neurotransmitters (see A. D. Hershey, et al., J. Biol. Chem., 
1991, 226, 4366-4373). 

Substance P (also called “SP” herein) is a naturally 
occurring undecapeptide belonging to the tachylrinin family 
of peptides, the latter being so-named because of their 
prompt contractile action on extravascular smooth muscle 
tissue. The tachylcinins are distinguished by a conserved 
carboxyl-terminal sequence Phe-X-Gly-Leu-Met-NH2. In 
addition to SP the known mammalian tachykinins include 
neurokinin A and neurokinin B. The current nomenclature 
designates the receptors for SP, neurokinin A, and neuroki 
nin B as NK-l, NK-2, and NK-3, respectively. 
More speci?cally, substance P is a pharmacologically 

active neuropeptide that is produced in mammals and pos 
sesses a characteristic amino acid sequence (Chang et al., 
Nature New Biol. 232, 86 (1971); D. F. Veber et al., U.S. Pat. 
No. 4,680,283. 

Substance P is a pharmacologically-active neuropeptide 
that is produced in mammals and acts as a vasodilator, a 
depressant, stimulates salivation and produces increased 
capillary permeability. It is also capable of producing both 
analgesia and hyperalgesia in animals, depending on close 
and pain responsiveness of the animal (see R. C. A. Fred 

20 

25 

30 

35 

45 

50 

55 

2 
erickson et al., Science, 199, 1359 (1978); P. Oehme et al., 
Science, 208, 305 (1980)) and plays a role in sensory 
transmission and pain perception (T. M. Jessell, Advan. 
Biochem. Psychophamiacol. 28, 189 (1981)). For example, 
substance P is believed to be involved in the neurotransrnis 
sion of pain sensations [Otsuka et al, “Role of Substance P 
as a Sensory Transmitter in Spinal Cord and Sympathetic 
Ganglia” in 1982 Substance P in the Nervous System, Ciba 
Foundation Symposium 91, 13-34 (published by Pitman) 
and Otsuka and Yanagisawa, “Does Substance P Act as a 
Pain Transmitter?” TIPS, 8 506-510 (December 1987)], 
speci?cally in the transmission of pain in migraine (see B. . 
E. B. Sandberg et al., Journal of Medicinal Chemistry, 25, 
1009 (1982); M. A. Moskowitz, Trends Phamacol. Sci, 13, 
307-3 11 (1992)), and in arthritis (Levine, et al. Science, 226 
547-549 (1984); M. Lotz, et al., Science, 235, 893-895 
(1987)). Tachykinins have also been implicated in gas 
trointestinal (GI) disorders and diseases of the GI tract, such 
as in?ammatory bowel disease [see Mantyh et al., 
Neuroscience, 25 (3), 817-37 (1988) and D. Regoli in 
“Trends in Cluster Headache” Ed. F. Sicuteri et al., Elsevier 
Scienti?c Publishers, Amsterdam, pp. 85-95 (1987)], and 
emesis [Trends Pharmacol. Sci, 9, 334-341 (1988), F. D. 
Tatersall, et al., Eur: J. PharmacoL, 250, R5-R6 (1993)]. 

It is also hypothesized that there is a neurogenic mecha 
nism for arthritis in which substance Pmay play a role [Kidd 
et al., “A Neurogenic Mechanism for Symmetric Arthritis” 
in The Lancet, 11 Nov. 1989 and Gronblad et al., “Neu 
ropeptides in Synovium of Patients with Rheumatoid Arthri 
tis and Osteoarthritis” in J. Rheumatol. 15(12) 1807-10 
(198 8)]. Therefore, substance P is believed to be involved in 
the in?ammatory response in diseases such as rheumatoid 
arthritis and osteoarthritis [O’Byrne et al., Arthritis and 
Rheumatism, 33 1023-8 (1990)]. 

Evidence for the usefulness of tachykinin receptor antago 
nists in pain, headache, especially migraine, Alzheimer’s 
disease, multiple sclerosis, attenuation of morphine 
withdrawal, cardiovascular changes, oedema, such as 
oedema caused by thermal injury, chronic in?ammatory 
diseases such as rheumatoid arthritis, asthma/bronchial 
hyperreactivity and other respiratory diseases including 
allergic rhinitis, in?ammatory diseases of the gut including 
nlcerative colitis and Chrohn’s disease, ocular injury and 
ocular in?ammatory diseases, proliferative 
vitreoretinopathy, irritable bowel syndrome and disorders of 
bladder function including cystitis and bladder detruser 
hyperre?exia is reviewed in "l‘achykinin Receptors and 
Tachykinin Receptor Antagonists,” C. A. Maggi, R. 
Patacchini, P. Rovero and A. Giachetti, J. Auton. Pharmacol, 
13, 23-93 (1993); see also R. M. Snider, et al., Chem. Ind., 
11, 792-794 (1991). Neurokinin-l receptor antagonists 
alone or in combination with bradykinin receptor antago 
nists may also be useful in the prevention and treatment of 
in?ammatory conditions in the lower urinary tract, espe 
cially cystitis [Giuliani, et al., J. Urology, 150, 1014-1017 
( 1993)]. Other disease areas Where tachykinin antagonists 
are believed to be useful are allergic conditions [Hamelet et 
al., Can. J. Pharmacol. PhysioL, 66, 1361-7 (1988)], immu 
noregulation [Lotz, et al., Science, 241 1218-21 (1988), 
Kimball, et al., J. ImmunoL, 141 (10) 3564-9 (1988); A. 
Perianin, et al., Biochem. Biophys. Res Commun. 161, 520 
(1989)], post-operative pain and nausea [C. Bountra, et al., 
Eur. J. PhannacoL, 249, R3-R4 (1993), F. D. Tattersall, et 
al., Neuropharmacology, 33, 259-260 (1994)], vasodilation, 
bronchospasm, re?ex or neuronal control of the viscera 
[Mantyh et al., PNAS, 85, 3235-9 (1988)] and, possibly by 
arresting or slowing B-amyloid-mediated neurodegenerative 
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changes [Yankner et al., Science, 250, 279-82 (1990)] in 
senile dementia of the Alzheimer type, Alzheimer’s disease 
and Downs Syndrome. Substance P may also play a role in 
demyelinating diseases such as multiple sclerosis and amyo 
trophic lateral sclerosis [J . Luber-Narod, et. al., poster 
C.I.N.P. XVllIth Congress, 28th Jun-2nd Jul., 1992], and in 
disorders of bladder function such as bladder detrusor hyper 
re?exia [Lancet 16th May 1992, 1239]. Antagonists selec 
tive for the neurokinin-l (NK-l) and/or the neurokinin-2 
(NK-2) receptor may be useful in the treatment of asthmatic 
disease (Frossard et al., Life Sci., 49, 1941-1953 (1991); 
Advenier, et al., Biochem. Biophys. Res. C0mm., 184(3), 
1418-1424 (1992); P. Barnes, et al., Trends Phamlacol. Sci, 
11, 185-189 (1993)). Tachykinin antagonists may also be 
useful in the treatment of small cell carcinomas, in particular 
small cell lung cancer (SCLC) [Langdon et al., Cancer 
Research, 52, 4554-7 (1992)]. 

It has furthermore been suggested that tachykinin receptor 
antagonists have utility in the following disorders: 
depression, dysthyrnic disorders, chronic obstructive air 
ways disease, hypersensitivity disorders such as poison ivy, 
vasospastic diseases such as angina and Reynauld’s disease, 
?brosing and collagen diseases such as scleroderrna and 
eosinophillic fascioliasis, re?ex sympathetic dystrophy such 
as shoulder/hand syndrome, addiction disorders such as 
alcoholism, stress related somatic disorders, neuropathy, 
neuralgia, disorder related to immune enhancement or sup 
pression such as systemic lupus erythrnatosus (EPO Publi 
cation No. 0,436,334), ophthalmic diseases such as 
conjunctivitis, vernal conjunctivitis, and the like, and cuta 
neous diseases such as contact dermatitis, atopic dermatitis, 
urticaria, and other eczematoid dermatitis (EPO Publication 
No. 0,394,989). 

Substance P antagonists may be useful in mediating 
neurogenic mucus secretion in mammalian airways and 
hence provide treatment and symptomatic relief in diseases 
characterized by mucus secretion, in particular, cystic ?bro 
sis [S. Ramnarine, et al., abstract presented at 1993 ALA/ 
ATS Int’l Conference, 16-19 May, 1993, published in Am. 
Rev. of Respiratory Dis., May 1993]. 

In the recent past, some attempts have been made to 
provide peptide-like substances that are antagonists for the 
receptors of substance P and other tachykinin peptides in 
order to more effectively treat the various disorders and 
diseases mentioned above. For example Lowe, Drugs of the 
Future, 17 (12) 1115-1121 (1992) and EPO Publication Nos. 
0,347,802, 0,401,177 and 0,412,452 disclose various pep 
tides as neurokinin A antagonists. Also, PCI‘ Patent Publi 
cation W0 93/ 14113 discloses certain peptides as tachykinin 
antagonists. In addition, EPO Publication No. 0,336,230 
discloses heptapeptides which are substance P antagonists 
useful in the treatment of asthma. Merck U.S. Pat. No. 
4,680,283 also discloses peptidal analogs of substance P. 
Certain inhibitors of tachykinins have been described in U.S. 
Pat. No. 4,501,733, by replacing residues in substance P 
sequence by Trp residues. A further class of tachyln'nin 
receptor antagonists, comprising a monomeric or dimeric 
hexa- or heptapeptide unit in linear or cyclic form, is 
described in GB-A-2216529. 
The peptide-like nature of such substances make them too 

labile from a metabolic point of view to serve as practical 
therapeutic agents in the treatment of disease. The non 
peptidic antagonists of the present invention, on the other 
hand, do not possess this drawback, as they are expected to 
be more stable from a metabolic point of view than the 
previously-discussed agents. 

It is known in the an that baclofen (B-(aminoethyl)-4 
chlorobenzenepropanoic acid) in the central nervous system 
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4 
e?’ectively blocks the excitatory activity of substance P, and 
the excitatory responses to other compounds such as ace 
tylcholine and glutamate are inhibited as well. P?zer WIPO 
patent applications (PCI‘ publication Nos. W0 90/05525, 
W0 90/05729, W0 91/18899, W0 92/12151 and W0 
92/12152) and publications (Science, 251, 435-437 (1991); 
Science, 251, 437-439 (1991); J. Med. Chem, 35, 
2591-2600 (1992)) disclose 2-aryhnethyl-3-substituted 
amino-quinuclidine derivatives which are disclosed as being 
useful as substance P antagonists for treating gastrointestinal 
disorders, central nervous system disorders, in?ammatory 
diseases and pain or migraine. A Glaxo European patent 
application (EPO Publication No. 0,360,390) discloses vari 
ous spirolactarn-substituted amino acids and peptides which 
are antagonists or agonists of substance P. A P?zer WIPO 
patent application (PCI‘ Publication No. W0 92/06079) 
discloses fused-ring analogs of nitrogen-containing nonaro 
matic heterocycles as useful for the treatment of diseases 
mediated by an excess of substance P. AP?zer WIPO patent 
application (PCT Publication No. WO 92/15585 discloses 
1-azabicyclo[3.2.2]nonan-3-arnine derivatives as substance 
P antagonists. A P?zer WlPO patent application (PCI‘ Pub 
lication No. WO 93/10073) discloses ethylenediamine 
derivatives as substance P antagonists. PCI‘ Publication No. 
W0 93/01169 discloses certain aromatic compounds as 
tachykinin receptor antagonists. A Sano? publication (Life 
Sci., 50, PL10l-PL106 (1992)) discloses a 4-phenyl piperi 
dine derivative as an antagonist of the neurokinin A (NKZ) 
receptor. 

Howson et a1. (Biorg. & Med. Chem. Lett., 2 (6), 559-564 
(1992)) disclose certain 3-amino and 3-oxy quinuclidine 
compounds and their binding to substance P receptors. EPO 
Publication 0,499,313 discloses certain 3-oxy and 3-thio 
azabicyclic compounds as tachykinin antagonists. U.S. Pat 
No. 3,506,673 discloses certain 3-hydroxy quinuclidine 
compounds as central nervous system stimulants. A P?zer 
EPO Patent application (EPO Publication 0,436,334) dis 
closes certain 3-aminopiperidine compounds as substance P 
antagonists. U.S. Pat. No. 5,064,838 discloses certain 1,4 
disubstituted piperidinyl compounds as analgesics. PCT 
Publication No. WO 92/12128 discloses certain piperidine 
and pyrrolidine compounds as analgesics. Peyronel, et al. 
(Biorg 8: Med. Chem. Lett, 2 (1), 37-40 (1992)) disclose a 
fused ring pyrrolidine compound as a substance P antago 
nist. EPO Publication No. 0,360,390 discloses certain spiro 
lactarn derivatives as substance P antagonists. U.S. Pat. No. 
4,804,661 discloses certain piperazine compounds as anal 
gesics. U.S. Pat. No. 4,943,578 discloses certain piperazine 
compounds useful in the treatment of pain. PCI‘ Publication 
No. W0 92/01679 discloses certain 1,4-disubstituted pip 
erazines useful in the treatment of mental disorders in which 
a doparninergic de?cit is implicated. PCI‘ Publication No. 
WO 94/00440, EPO Publication No. 0,577,394 and PCT 
Publication No. W0 95/ 16679 disclose certain morpholine 
and thiomorpholine substance P antagonists, some of which 
are the parent compounds to the instant prodrugs. 

Prodrugs are entities structurally related to a biologically 
active substance (the “parent drug”) which, after 
administration, release the parent drug in vivo as the result 
of some metabolic process, such as enzymatic or chemical 
hydrolysis of a carboxylic, phosphoric or sulfate ester or 
reduction or oxidation of a susceptible functionality (see, for 
example, discussions by (1) A. A. Sinkula and S. H. 
'Yalkowsky, J. Pharm. Sci. 64, 181 (1975); (2) L. A. 
Svensson, Pharm Weekbl, 122. 245-250 (1987); (3) L. P. 
Balant, E. Doelker and P. Buri Eur: J. Drug Metab. and 
Phamtacokinetics, 15, 143-153 (1990); (4) N. Bodor, Drugs 
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of the Future, 6, 165-182 (1981); (5) Design of Biophar 
maceutical Properties through Prodrugs and Analogs, E. B. 
Roche, Ed, American Pharmaceutical Association Academy 
of Pharmaceutical Sciences, Washington, DC, (1977); (6) 
H. Bundgaard Advanced Drug Delivery Reviews, 3, 39-65 
(1989)). The advantage of a prodrug may lie in its physical 
properties, such as enhanced water solubility for parenteral 
administration compared to the parent drug, or it may 
enhance absorption from the digestive tract, or it may 
enhance drug stability for long-ten storage. In general, a 
prodrug possesses less biological activity than its parent 
drug. 

SUMMARY OF THE INVENTION 

This invention is concerned with novel compounds rep 
resented by structural formula 1: 

R6 

R3 0 

I Z R 

(0),’ R11 

R13 R12 

wherein R2, R3, R6, R7, R8, R11, R12, R13, A, B, p, Y and Z 
are hereinafter de?ned. 
The invention is also concerned with pharmaceutical 

formulations comprising these novel compounds as active 
ingredients and the use of the novel compounds and their 
formulations in the treatment of certain disorders. 
The compounds of this invention are tachykinin receptor 

antagonists and are useful in the treatment of in?ammatory 
diseases, pain or migraine, asthma, and emesis. 

DETAILED DESCRIPTION OF THE 
INVENTION 

The novel compounds of this invention are represented by 
structural formula I: 

R6 

R11 

R13 R12 

or a pharmaceutically acceptable salt thereof, wherein: 
R2 and R3 are independently selected from the group 

consisting of: 
(1) hydrogen, 
(2) C1_6 alkyl, unsubstituted or substituted with one or 
more 'of the substituents selected from: 
(a) hydroxy, ' 

(b) oxo, 
(C) C1-6 alkoxy, 
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6 
(d) pheny1-C1_3 alkoxy, 
(e) phenyl, 
(f) —CN: 
(a) halo, 
(h) —NRQRIO, wherein R9 and R10 are indepen 

dently selected from: 
(i) hydrogen, 
(ii) C1-6 alkyl, 
(iii) hydroxy-C1_6 alkyl, and 
(iv) phenyl, 

(i) —NRQCORIO, wherein R9 and R10 are as de?ned 
above, 

(j) —NRQCOZRIO, wherein R9 and R10 are as de?ned 
above, 

(k) —-CONR9R1°, wherein R9 and R10 are as de?ned 
above, 

(1) —COR9, wherein R9 is as de?ned above, and 
(m) —CO2R9, wherein R5‘ is as de?ned above; 

(3) CM alkenyl, unsubstituted or substituted with one 
or more of the substituent(s) selected from: 
(a) hydroxy, 
(b) oxo, 
(0) CH; alkoxy, 
(d) pheny1-C1_3 alkoxy, 
(C) Phenyl, 
(f) —CN, 
(a) halo, 
(h) —CONR9R10 wherein R9 and R10 are as de?ned 

above, 
(i) —COR9 wherein R9 is as de?ned above, 
(j) —CO2R9, wherein R9 is as de?ned above; 

(4) cz-e alkynyli 
(5) phenyl, unsubstituted or substituted with one or 
more of the substituent(s) selected from: 
(a) hydroxy, 
(b) C1-6 alkoxyv 
(C) C1-6 alkyl, 
((1) (32-5 alkcnyls 
(E) halo, 
(f) —CN, 

_NO29 
(h) —CF3, 
(i) —(CH2)m—NR9R1°, wherein m, R9 and R10 are 

as de?ned above, 
0) —NR9COR1‘), wherein R9 and R1° are as de?ned 

above, 
(k) -NR9co,R1°, wherein R9 and R10 are as 
de?ned above, 

(1) —CONR 1°, wherein R9 and R10 are as de?ned 
above, 

(In) —COzNRgRm, wherein R9 and R10 are as 
de?ned above, 

(11) —COR9, wherein R9 is as de?ned above; 
(0) —COZRQ, wherein R9 is as de?ned above; 

and, alternatively, the groups R2 and R3 are joined together 
to form a carbocyclic ring selected from the group consisting 
of: 

(a) cyclopentyl, 
(b) cyclohexyl, 
(c) Phenyl, 

and wherein the carbocyclic ring is unsubstituted or substi 
tuted with one or more substituents selected from: 

(i) cne?lkyl, 
(ii) clealkoxy, 
(iii) —NRQRIO, wherein R9 and R10 are as 

de?ned above, 
(iv) halo, and 
(v) tri?uoromethyl; 



5,691,336 
7 8 

and, alternatively, the groups R2 and R3 are joined together (i) —-(CH2),,,—NR9R1°, wherein m, R9 and‘R1o are 
to form a heterocyclic ring selected from the group consist- as de?ned above, 
ing of: (j) —NRQCOR“), wherein R9 and R10 are as de?ned 

(a) pyrrolidinyl, above, 
(b) piperidinyl, 5 (k) —NRgcozRl", wherein R9 and R1° are as 
c 01 l, de?ned above, 
(d) gyynridiiyl, (l) ——'CONR9R1°, wherein R9 and R10 are as de?ned 
e imidazol 1, above, 
ED) furanyl, y (In) _co2NR9R1°, wherein R9 and R10 are as 
(g) oxazolyl, 10 de?ned above, 
(h) thienyl, and (n) —CORZ wherein Rggis as de?ned above; 
(i) thiazolyl, (o) —CO2R , wherein R is as de?ned above; 

and wherein the heterocyclic ring is unsubstituted or sub- (6) halo, 
stituted with one or more substituent(s) selected from: (7) —CN, 

6) cnealkyl» 15 (8) —CFB’ 
(ii) 0110- (9) _NO2’ 
(iii) ch?alkoxy, (10) —SR“, wherein R14 is hydrogen or C1_5alkyl, 
(iv) —NRQRIO, wherein R9 and R10 are as (11) —SORI“, wherein R14 is as de?ned above, 

de?ned above, (12) -—SO2R14, wherein R14 is as de?ned above, 
(v) halo, and 20 (13) NRQCORIO, wherein R9 and R10 are as de?ned 
(vi) tn'?uoromethyl; abOVe, 

R6, R7 and R8 are independently selected from the group (12) CONRQCORIO, Wh?r?ill R9 and R10 are as de?ned 
consistin of: 0V6, 
(1) hydroggen; (15) NR 1°, wherein R9 and R10 are as de?ned above, 
(2) CH; alkyl, unsubstituted or substituted with one or 25 (16) NRgcorzRlo’ wherein R9 and R“) are as de?ned 
more of the substituents selected from: above, 
(a) hydroxy, (17) hYdTOXY, 
(b) 0x0, (18) CiealkOXy, 
(c) CH3 alkoxy, (19) COR9, wherein R9 is as de?ned above, 
(d) phcny1_C1_3 alkoxy, 30 50211;, :vherein R9 is as de?ned above, 
e) hen l, ‘Pym y a 

(f) (22) 3-PY11'dy1, 
(g) halo, (23) 4-pyridyl, 
(h) —NRQRIO, wherein R9 and R10 are as de?ned (24) 5'teu'azolyls 

above’ 35 (25) 2-oxazolyl, and 
(i) —NRQCORIO, wherein R9 and R10 are as de?ned (26) z'thiazolyli 

above, R11, R12 and R13 are independently selected from the 
(j) —NRQCOZRIO, wherein R9 and R10 are as de?ned de?nitions of R6, R7 and R8, or —OX; 

above, A is selected from the group consisting of: 
(k) —CONR 1°, wherein R9 and R10 are as de?ned 40 (1) CH5 alkyl, unsubstituted or substituted with one or 

above. more of the substituents selected from: 
(1) —COR9, wherein R9 is as de?ned above, and (a) hydroxy, 
(m) —CO2R9, wherein R9 is as de?ned above; (b) 0x0, 

(3) CM; alkenyl, unsubstituted or substituted with one (0) C1_6 alkoxy, 
or more of the substituent(s) selected from: 45 (d) phenyl-C1_3 alkoxy, 
(a) hydroxy, (¢)Phcny1, 
('9) 0X0, (f) —CN, 
(c) CH5 alkoxy, (g) halo, wherein halo is ?uoro, chloro, bromo or 
(d) phenyl-C1_3 alkoxy, iodo, 
(e) phenyl, 50 (h) —NRgRm, wherein R9 and R10 are as de?ned 
(f) —CN, above, 
(g) halo, (i) —NRQCORIO, wherein R9 and R10 are as de?ned 
(h) —CON'RQR1o wherein R9 and R10 are as de?ned above, 

above, (j) —NR9CO2Rm, wherein R9 and R10 are as de?ned 
(i) —CORg wherein R9 is as de?ned above, 55 above, 
(i) —CO2R9, wherein R9 is as de?ned above; (k)--CONR9R1°, wherein R9 and R10 are as de?ned 

(4) C2-e alkynyl; above, 
(5) phenyl, unsubstituted or substituted with one or (1) —COR9, wherein R9 is as de?ned above, and 

more of the substituent(s) selected from: (m) —CO2R9, wherein R9 is as de?ned above; 
(a) hydroxy, 60 (2) C2_6 alkenyl, unsubstituted or substituted with one 
(b) CH5 alkoxy, or more of the substituent(s) selected from: 
(C) cr-e alkyls (a) hYd-TOXY, 
(d) C2_5 alkenyl, (b) 0x0, 
(6) halo, (c) C1-6 alkoXYs 
(t) —CN, 65 (d) phenyl-C1_3 alkoxy, 
(g) —NOs, (e) phenyl, 
(h) —'CF3’ (f) —CN, 
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(g) halo, 
(h) —CONR 10 wherein R9 and R10 are as de?ned 

above, 
(i) —COR9 wherein R9 is as de?ned above, and 
(j) —CO2R9, wherein R9 is as de?ned above; and 

(3) C2-6 alky?yl; 
B is a heterocycle, wherein the heterocycle is selected 
from the group consisting of: 

H / 
N-N N-N 

/ ’ / ’ l/aNxo i/aNxo l H 
X 

X x 
\ H \ H 
N-N N-N 

young Veqx, 
x 

H / 
N-N N-N 

I , _ , J/LNXS !/¢N,\S I H 
x 

x 
H / 

N-N N-N 

1/4 N *0/35 V4 N )\S/X! 
X 

N-Nl N-N N --\\ 
/ 9’ / y / N’ 

N If T/ 
X X 

N-N N=N 

, \\N, \N , I/QN/ I/QN/ \X It 
X , 

/ H 

/ N / “ 

MN *0 K11‘ /\0 
H l 

x 

x 
/ H 
N N 

/ , , ‘/(Nxs /Nxs H l 
x 

H H 

/ N / N MN )\O/X VZ'N )\S/X, 

5 

1O 

20 

25 

10 
-cont:inued 

Va} /If\ a 

30 and wherein the heterocycle is substituted in addition to —X 

55 

with one or more substituent(s) selected ?'om: 
(i) hydrogen 
(ii) C1 6 alkyl, unsubstituted or substituted with 

halo, —CF3, ——OCH3, or phenyl, 
C1-6 alkoxyr 

(iv) oxo, 
(v) hYdIOXY, 
(vi) thioxo, 
(vii) —SR9, wherein R9 is as de?ned above, 
(viii)ha1o, 
(ix) cyano, 
(X)Ph¢I1y1, 
(xi) tri?uoromethyl, 
(xii) —(CH2),,,—NR9R1°, wherein m is 0, 1 or 2, 

and R9 and R10 are as de?ned above, 
(xiii) —NR9COR1°, wherein R9 and R10 are as 

de?ned above, 
(xiv) —-CONR9R1°, wherein R9 and R10 are as 

de?ned above, 
(xv) —CO2R9, wherein R9 is as de?ned above, 

and 
(xvi) —(CH2),,,—0R9, wherein m and R9 are as 

de?ned above; 
p is 0 or 1‘, 
X is selected from: 

(a) —PO(OH)O“°M+, wherein M+ is a pharmaceuti 
cally acceptable monovalent counter-ion, 

(b) —P0(0_)2'2M+, 
(c) -—PO(O")2'D2+, wherein D2+ is a pharmaceutically 

acceptable divalent counterion, 
(d) —CH(R4)—PO(OH)O_'M+, wherein R4 is hydro 

gen or CH alkyl, . 

(e) —CH(R4)—PO(O_)2'2M+, 
(1) —CH(R4)—PO(0_)2'D2+, 
(g) —s0;-M+, 
(h) —CH(R4)—SO3_'M+, 
(i) —-CO—CH2CH2—CO2_'M+, 
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(j) —CH(CH3)—O—CO—R5, wherein R5 is selected 
from the group consisting of: 

AONWM" HfrM" (ii) 

/& o/\/ N\R9‘ 
(iii) 

I4 0A C02"M+, 
v co2-M+ (iv) 

IL OJ: con/1+, 
’r( 0/\( C02: (‘1) 

NHS». 

co2—M+ (vi) 

,L- o —E coz-M+ 
CO2-M+ 

co2—M+ (vii) 

‘< at? 
and 

(k) hydrogen, with the proviso that if p is O and none 
of R11, R12 or R13 are -OX, then X is other than 
hydrogen; 

Y is selected from the group consisting of: 
(1) a single bond, 

_"O"_': 
(3) —S—, 
(4) ——C0—-, 
(5) —CH2—, 
(6) —CHR15—, and 
(7) —CR15R16—, wherein R15 and R16 are indepen 

dently selected from the group consisting of: 
(a) C1 45 alkyl, unsubstituted or substituted with one 

or more of the substituents selected from: 

(i) hYdIOXY, 
(ii) oxo, 

C1-6 alkoxya 
(iv) pheny1-C1_3 alkoxy, 
(v) phenyl, 
(vi) —CN, 
(vii) halo, , 
(viii) —NRQRIO, wherein R9 and R10 are as 

de?ned above, 
(ix) —NRQCORIO, wherein R9 and R10 are as 

de?ned above, 
(x) —NRQCOZRIO, wherein R9 and R10 are as 

de?ned above, 
(xi) --CONR 10, wherein R9 and R10 are as 

de?ned above, 
(xii) -—COR9, wherein R9 is as de?ned above, 

and 
(xiii) —CO2R9, wherein R9 is as de?ned above; 

(b) phenyl, unsubstituted or substituted with one or 
more of the substituent(s) selected from: 
(i) hydroxy. 

c1-6 alkoxyv 
(iii) ct?alkyl, 
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(iv) C26 alkenyl, 
(v) halo, 
(vi) —CN, 
(vii) —NO2, 
(viii) —CF3, 
(ix) —(CH2),,,—NR 1°, wherein m, R9 and R10 

are as de?ned above, 
(x) —NRgCORlo, wherein R9 and R10 are as 

de?ned above, 
(xi) —NRQCOZRIO, wherein R9 and R10 are as 

de?ned above, 
(xii) —CONR 

de?ned above, 
(xiii) --CO2NR9R1°, wherein R9 and R10 are as 

de?ned above, 
(xiv) —CORS’, wherein R9 is as de?ned above, 

and 
(xv) —CO2R9, wherein R9 is as de?ned above; 

Z is selected from: 
(1) hydrogen, 
(2) C1_6 alkyl, and 
(3) hydroxy, with the proviso that if Y is —O—, Z is 

other than hydroxy, or if Y is —CHR15—, then Z and 
R15 are optionally joined together to form a double 
bond. 

The instant compounds are prodrugs of their parent com 
pounds. A principal advantage of the instant compounds is 
that they possess enhanced solubility in aqueous solutions 
relative to their parent compounds. In addition, the prodrugs 
generally have diminished activity at antagonizing tachyki 
nin receptors than their parent compounds. Thus, the activity 
exhibited upon administration of the prodrug is principally 
due to the presence of the parent compound that results from 
cleavage of the prodrug. 
The term “prodrug” refers to compounds which are drug 

precursors which, following administration and absorption, 
release the drug in vivo via some metabolic process. 

Prodrugs are entities structurally related to an biologically 
active substance (the “parent drug”) which, after 
administration, release the parent drug in vivo as the result 
of some metabolic process, such as enzymatic or chemical 
hydrolysis of a carboxylic, phosphoric or sulfate ester or 
reduction or oxidation of a susceptible functionality (see, for 
example, discussions by (1) A. A. Sinkula and S. H. 
Yalkowsky, J. Pharm. Sci, 64, 181 (1975); (2) L. A. 
Sevensson, Pharm Weekbl, 122, 245-250 (1987); (3) L. P. 
Balant, E. Doelker and P. Buri Eur: J. Drug Metab. and 
Pharmacokinetics, 15, 143-153 (1990); (4) N. Bodor, Drugs 
of the Future, 6, 165-182 (1981); (5) Design of Biophar 
maceutical Properties through Prodrugs and Anal0gs., E. B. 
Roche, Ed, American Pharmaceutical Association Academy 
of Pharmaceutical Sciences, Washington, DC, (1977); (6) 
H. Bundgaard Advanced Drug Delivery Reviews, 3, 39-65 
(1989)). The advantage of a prodrug may lie in its physical 
properties, such as enhanced water solubility for parenteral 
administration compared to the parent drug, or it may 
enhance absorption from the digestive tract, or it may 
enhance drug stability for long-term storage. In general, a 
prodrug possesses less biological activity than its parent 
drug. A prodrug may also improve overall drug e?icacy, for 
example, through the reduction of toxicity and unwanted 
effects of a drug by controlling its absorption, blood levels, 
metabolic distribution and cellular uptake. 
The term “parent compound” or “parent drug” refers to 

the biologically active entity that is released via enzymatic 
action of a metabolic or a catabolic process, or via a 
chemical process following administration of the prodrug. 

10, wherein R9 and R10 are as 
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The parent compound may also be the starting material for 
the preparation of its corresponding prodrug. 

While all of the usual routes of administration are useful 
with the present compounds, the preferred routes of admin 
istration are oral and intravenous. After gastrointestinal 
absorption or intravenous administration, the present com 
pounds are hydrolyzed or otherwise cleaved in vivo to the 
corresponding parent compounds of formula I, wherein X is 
hydrogen or X is absent, or a salt thereof. Since the parent 
compounds may be relatively insoluble in aqueous 
solutions, the instant prodrugs provide a distinct advantage 
by virtue of their relatively enhanced aqueous solubility. 
The compounds of the present invention have asymmetric 

centers and this invention includes all of the optical isomers 
and mixtures thereof. 

In addition compounds with carbon-carbon double bonds 
may occur in Z- and E- forms with all isomeric forms of the 
compounds being included in the present invention. 
When any variable (e.g., alkyl, aryl, R6, R7, R8, R9, R10, 

R11, R12, R13, etc.) occurs more than one time in any 
variable or in Formula I, its de?nition on each ocurrence is 
independent of its de?nition at every other occurrence. 
As used herein, the term “alkyl” includes those alkyl 

groups of a designated number of carbon atoms of either a 
straight, branched, or cyclic con?guration. Examples of 
“alky ” include methyl, ethyl, propyl, isopropyl, butyl, iso 
sec- and tert-butyl, pentyl, hexyl, heptyl, 3-ethylbutyl, 
cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, 
cycloheptyl, norbornyl, and the like. “ oxy” represents an 
alkyl group of indicated number of carbon atoms attached 
through an oxygen bridge, such as methoxy, ethoxy, 
propoxy, butoxy and pentoxy. “Alkenyl” is intended to 
include hydrocarbon chains of a speci?ed number of carbon 
atoms of either a straight- or branched-con?guration and at 
least one unsaturation, which may occur at any point along 
the chain, such as ethenyl, propenyl, butenyl, pentenyl, 
dimethylpentyl, and the like, and includes E and Z forms, 
where applicable. “Halogen” or “halo”, as used herein, 
means ?uoro, chloro, bromo and iodo. 
The compounds of the present invention are capable of 

forming salts with various inorganic and organic acids and 
bases and such salts are also within the scope of this 
invention. Examples of such acid addition salts (which are 
negative counterions de?ned herein as “M_”) include 
acetate, adipate, benzoate, benzenesulfonate, bisulfate, 
butyrate, camphorate, camphorsulfonate, citrate, 
ethanesulfonate, fumarate, hemisulfate, 
Z-hydroxyethylsulfonate, heptanoate, hexanoate, 
hydrochloride, hydrobromide, hydroiodide, lactate, malate, 
maleate, methanesulfonate, Z-naphthalenesulfonate, oxalate, 
pamoate, persulfate, picrate, pivalate, propionate, salicylate, 
stearate, succinate, surf ate, tartrate, tosylate 
(p-toluenesulfonate), and undecanoate. Base salts (which are 
pharmaceutically acceptable monovalent cations de?ned 
herein as “M* or K'” or pharmaceutically acceptable diva 
lent cations de?ned herein as “D2+”, if appropriate) include 
ammonium salts, alkali metal salts such as sodium, lithium 
and potassium salts, alkaline earth metal salts such as 
aluminum, calcium and magnesium salts, salts with organic 
bases such as dicyclohexylamine salts, N-methyl-D 
glucamine, and salts with amino acids such as arginine, 
lysine, ornithine, and so forth. If M* is a monovalent cation, 
it is recognized that if the de?nition 2M+ is present, each of 
M+ may be the same or different. In addition, it is similarly 
recognized that if the de?nition 2M+ is present, a divalent 
cation D2+ may instead be present. Also, the basic nitrogen 
oontaining groups may be quaternized with such agents as: 
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14 
lower alkyl halides, such as methyl, ethyl, propyl, and butyl 
chloride, bromides and iodides; dialkyl sulfates like 
dirnethyl, diethyl, dibutyl; diamyl sulfates; long chain 
halides such as decyl, lauryl, myristyl and stearyl chlorides, 
bromides and iodides; aralkyl halides like benzyl bromide 
and others. The non-toxic physiologically acceptable salts 
are preferred, although other salts are also useful, such as in 
isolating or purifying the product. 

The salts may be formed by conventional means, such as 
by reacting the free base form of the product with one or 
more equivalents of the appropriate acid in a solvent or 
medium in which the salt is insoluble, or in a solvent such 
as water which is removed in vacuo or by freeze drying or 
by exchanging the anions of an existing salt for another 
anion on a suitable ion exchange resin. 

In the compounds of formula I it is preferred that: 
R2 and R3 are independently selected from the group 

consisting of: 
(1) hydrogen, 
(2) C1-6 alkyl, 
(3) CH; alkenyl, and 
(4)Ph@11y1; 

R6, R7 and Rs are independently selected from the group 
consisting of: 
(1) hydrogen, 
(2) C14 alkyl, 
(3) ?uoro, 
(4) chloro, 
(5) bromo, 
(6) iodo, and 
(7) —CF3; 

R11, R12 and R13 are independently selected from the 
group consisting of: 
(1) ?uoro, 
(2) chloro, 
(3) bromo, and 
(4) iodo; 

A is unsubstituted C1_6 alkyl; 
B is selected from the group consisting of: 

H / 
N-N N-N 

I/QNXOI/QNXO )l( H 

H H 
N 

X. 
X 
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—continued 

X 

/ 

1/213’ 1/513” | | 
f r 

‘/[N no’ ‘/[N no’ 
H | 

f i: 
‘/[’N VZ’N *5’ H | 

l/zilsko/x, i/Z’NLS/X, 
pis 0; 
X is selected from: 

(a) —PO(OH)O"M+, wherein M+ is a pharmaceuti 
cally acceptable monovalent counterion, 

(c) -—PO(O_)2'D2+, wherein D2+ is a pharmaceutically 
acceptable divalent counterion, 

(d) —-CH(R4)—PO(OH)O_'M+, wherein R4 is hydro 
gen or methyl, 

(e) —CH(R4)—PO(_)2'2M+, wherein R4 is hydrogen 
or methyl, 

(f) -—CH(R4)—PO(O_)2'D2+, wherein R4 is hydrogen 
or methyl, 

(j) --CH(CH3)—O—CO—R5, wherein R5 is selected 
from the group consisting of: 

CO2", Jae/Y 

5 

1O 
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—continued 

C02-M+ (vi) 

Z is hydrogen or C1_4 alkyl. 
In the compounds of the present invention a preferred 

embodiment includes those compounds wherein Z is C1 4 
alkyl. An especially preferred embodiment of the com 
pounds of formula I includes those compounds wherein Z is 
—CH3. These compounds bearing a substituent on the 
alpha-carbon atom exibit advantageous pharmacological 
properties, in particular, enhanced duration of action in 
models of extravasation, presumably due to biological sta 
bility and resistance to enzymatic degradation. 

In the compounds of the present invention if p is 1, it is 
preferred that X is hydrogen or is absent. 

In the compounds of the present invention a particularly 
preferred embodiment is that in which A is —CH2— or 

—CH(CH3)-. 
A particularly preferred embodiment of the compounds of 

the present invention includes the prodrugs of compounds of 
formula I wherein —A—B is a (1,2,4-triazolo)rnethyl or a 

(S-oxo- l,2,4-triazolo)methyl group. 
Another particularly preferred embodiment of the com 

pounds of the present invention includes the prodrugs of 
compounds of formula I wherein —A—B is a (1,3 
irnidazolo)methyl or a (5-oxo-1,3-imidazolo)methyl group. 
An additional particularly preferred embodiment of the 

compounds of the present invention includes those com 
pounds of formula I wherein —A—B is a (1,2,4-triazolo) 
methyl or a (5-oxo-1,2,4-triazolo)methyl group beating a 
phosphoryl group attached to the heterocycle. 

Yet another particularly preferred embodiment of the 
compounds of the present invention includes those com 
pounds of formula I wherein —A—B is a (1,3-imidazolo) 
methyl or a (l,3-imidazolo)methyl group bearing a phos 
phoryl group attached to the heterocycle. 

Apreferred embodiment of the compounds of the present 
invention includes the compounds of formula I wherein X is 
selected from: 

(a) —PO(O“)2'2M"', wherein M+ is a pharmaceutically 
acceptable monovalent counterion, 

(b) —-PO(O_)2'D2+, wherein D“ is a pharmaceutically 
acceptable divalent counterion, 

In the compounds of the present invention a particularly 
preferred embodiment is that in which —A—B is selected 
from the following group of substituents: 

(vii) 

and 
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CH3O 

0 

Speci?c compounds within the scope of the present 
invention include the prodrugs of the following parent 
compounds: 
1) (i)-2-(3,5-bis(tri?uoromethyl)benzyloxy)-3 
phenylmolpholine; 

2) (2R,S)-(3,5-bis(tri?uoromethy1)benzyloxy)-(3R)-pheny1 
(6R)-methy1-morpho]ine; 

4) (i)-2,(3,5-bis(tri?uor0methy1)benzy1oxy)-3-pheny1-4 
methylcarboxamido-morpholine; 

5) (i)-2-(3,5-bis(tri?uoromethy1)benzyloxy)-3-phenyl-4 
methoxycarbonyhnethyl-morpholine; 
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